Measurement of endotoxin.
Bacterial endotoxin is probably the most common significant contaminant that might be found in antibody preparations. It is found ubiquitously in normal environments but its pyrogenic effects in vivo can be lethal. It is absolutely vital to control the level of endotoxin in therapeutic products, but its significance for experimental work must not be underestimated since it can have numerous confounding effects both in vivo and in vitro. Methods for removing endotoxin from products have been described (1-4), but in our experience, it is much better to avoid it from the beginning by scrupulous control of raw materials and use of good aseptic technique. To grow, bacteria need water; therefore, the most likely sources of endotoxin are water and any process equipment that has been wet. Water must be obtained from a controlled source that is low in endotoxin. If you do not have a suitable dedicated water purification system, then it is best to purchase purified water. Water for irrigation (from a pharmaceutical supplier) is possibly the most economic. Equipment in contact with cells or products should preferably be sterile disposable plastic. Standard tissue culture ware is usually very reliable. Plastic bags for media and process intermediates are now widely available in all sizes (e.g., Stedim, Aubagne, France) and should be used in preference to glass bottles. Silicone tubing (food or medical grade) is suitable for all fluid transfers and should not be reused. If reusable equipment is essential, it can be soaked in 0.5 M NaOH and/or baked in an oven at high temperature (steam sterilization is not sufficient) (1).